This study aimed to correlate the risk factors and preoperative DVT in traumatic fracture patients. The rationale of this study is interesting. However, in my opinion, the methodology of this study was unclear and the authors did not state about the limitations properly. Therefore, I decided to reject this manuscript at this time. 
GENERAL COMMENTS
In this paper, the authors describe a retrospective study of the incidence of deep vein thrombosis (DVT) in patients with traumatic fractures. They found that DVT occurred in 73% of their study patients, and that "preoperative time" and D-dimer values were associated with the presence of DVT diagnosed on ultrasound.
The manuscript has several weaknesses that must be addressed before it will be ready for publication: Firstly, the sample size seems small for this type of study. The authors seem to have arbitrarily decided to review nine months worth of data but no power analysis is described. Is the sample size sufficient for the study?
Secondly, the authors do not discuss why their patient population did not receive DVT prophylaxis during the perioperative period. Did they have some underlying condition that precluded this treatment? Could this have interfered with their results?
Thirdly, the outcomes are not well defined. For example, the authors specify "chronic disease" as a risk factor for DVT, and show that the risk increases with the number of chronic diseases (up to three). They allude to specific diseases only later in the paper (coronary artery disease, hypertension, and diabetes), but do not state whether these are the only chronic diseases that increase the risk of DVT.
Lastly, the article as written was confusing and difficult to understand. For example, the authors link "preoperative time" to DVT risk. Do they mean time from admission to surgery, or time from injury to surgery, or something else? The authors should have their revision copyedited by a native English speaker.
Respectfully submitted.
VERSION 1 -AUTHOR RESPONSE
Reviewer: 1 1. Materials and Methods; a. The prevalence of preoperative DVT in this study is very high as 73%, which had never reported in the literature. Why? How to diagnose DVT by color doppler USG (criteria)? √ Response: Thank you for your kindly suggestions. In our study, a total of 462 patients' cases were included. Among of them, 337 patients were identified as DVT group, which accounted for 73% of the total samples; the other 125 patients were detected as non-DVT group. We have modified and explained this part of data as follows: "In total, 462 traumatic fracture patients fell into two groups: DVT group (337) and non-DVT group (125), aged 50 to 102 years." The DVT was diagnosed by 2D-heart views and CDFI (color Doppler flow image), and the detailed explanation for the diagnostic criteria was presented in the manuscript as follows: "The DVT was diagnosed by 2D-heart views and color Doppler flow image (CDFI) and the diagnostic criteria for DVT includes: (1) low, weak or medial echoes; (2) in injured part, incompressibility of the vein with probe pressure; (3) absence of flow signal in the venous thrombosed segments; (4) increased width and blood flow of the vessels of the affected limbs. All the subjects were divided into DVT group (337 patients) and non-DVT group (125 patients). In DVT group, all the patients suffered from acute deep vein thrombosis (ADVT) within two weeks after surgery."
b. The authors did not classify the DVT properly, such as distal vs proximal DVT, or acute vs chronic. This would definitely affect the treatment of DVT. √ Response: Thank you for your kindly suggestions. In our study, all the included patients suffered from acute deep venous thrombosis after traumatic fractures and surgery, due to all of them developed DVT within two weeks after the traumatic fractures. We have described it clearly in the manuscript. c. The risk factors in this study were not well-defined and well-included. For example, "preoperative time" and "preoperative diagnostic time" were not defined. When the blood samples for d-dimer were drawn from the patients? Was there any difference in trauma injury or fracture location in these patients? √ Response: Thank you for your kindly suggestions. The included risk factors were selected according to the article "Differences in limb, age and sex of Chinese deep vein thrombosis patients." and "Incidence and risk factors of deep vein thrombosis (DVT) after total hip or knee arthroplasty: a retrospective study with routinely applied venography." All the risk factors in the manuscript are representative for DVT patients. Preoperative time was defined as the period from injury to the diagnosis of traumatic fractures. Preoperative diagnostic time was the period from diagnosis to surgery. Postoperative time is the period following a surgical operation to discharge. Vein blood samples were collected in vacuum tubes containing sodium citrate anticoagulant, which were centrifuged to separate plasma for testing. All the vein blood samples were tested within 6 hours by the Color Doppler ultrasound.
The correlation between fracture site and the incidence of perioperative DVT was analysis by chisquare test, and the results have been added to the manuscript.
d. How was about the management of DVT in this study and the prevalence of other postoperative venous thromboembolic complication? √ Response: Thank you for your kindly suggestions. According to the guidelines for prevention of venous thromboembolism in Chinese orthopaedic surgery, prophylaxis with low molecular heparin was administered in these patients postoperatively. In fact, no serious postoperative venous thromboembolic complication or post-thrombotic syndrome (PTS) such as pulmonary embolism (PE) was observed in DVT cases. Other associated symptoms, such as swelling and pain of the leg, enlarged thigh or calf girth, and a positive Homans' sign or Neuhof' s sign, were variably present in ten patients.
2. Discussion; a. In my opinion, the limitations of this study should be more clarified such as i. This study was retrospective and included only the patients with USG. Therefore, it did not collect all valuable information related to DVT and did not represented the general population. √ Response: Thank you for your kindly suggestions. According to the guidelines for prevention of venous thromboembolism in Chinese orthopaedic surgery, Color Doppler ultrasound examination has gradually superseded venography as the primary diagnostic procedure, which is a preferred method for diagnosis of DVT with high sensitivity and accuracy. The detailed diagnostic criteria and methods of Color Doppler ultrasound for DVT have been added to the manuscript. In the present study, we mainly focus on the risk factor of perioperative DVT, the representative information related to the potential risk factors of DVT, such as age, gender, D-dimer level, perioperative time, surgery sites and chronic diseases, were collected. Reviewer: 2 1. Firstly, the sample size seems small for this type of study. The authors seem to have arbitrarily decided to review nine months worth of data but no power analysis is described. Is the sample size sufficient for the study? √ Response: Thank you for your kindly suggestions. The sample size is a little bit small, however, it is a representative sample to research the risk factors of perioperative DVT in the present study. During the author's nine-month internship in Honghui hospital, she collected the case information of all 1055 traumatic fracture patients in this period. As described in 'Materials and Methods', based on the included and excluded criteria, some case reports were omitted owing to the incomplete or unqualified information. In total, we obtained a representative sample of 462 traumatic fracture patients who have complete case information, including demographic information (age and gender), surgical sites, Ddimer level, chronic diseases and perioperative time, were included for the retrospective cohort study to analyze the risk factors of perioperative DVT.
2.
Secondly, the authors do not discuss why their patient population did not receive DVT prophylaxis during the perioperative period. Did they have some underlying condition that precluded this treatment? Could this have interfered with their results? √ Response: Thank you for your kindly suggestions. According to the guidelines for prevention of venous thromboembolism in Chinese orthopaedic surgery, prophylaxis with low molecular heparin was administered in these patients postoperatively. In fact, no serious postoperative venous thromboembolic complication or post-thrombotic syndrome (PTS) such as pulmonary embolism (PE) was observed in DVT cases. Other associated symptoms, such as swelling and pain of the leg, enlarged thigh or calf girth, and a positive Homans' sign or Neuhof' s sign, were variably present in ten patients. We have supplemented this content in the discussion section. In our study, all the patients were in the remote area of northwestern China where the medical conditions are still quite limited in primary hospital, thus they have to be referred to higher authority medical institutions, which might prevent a prompt treatment during the perioperative period.
3.
Thirdly, the outcomes are not well defined. For example, the authors specify "chronic disease" as a risk factor for DVT and show that the risk increases with the number of chronic diseases (up to three). They allude to specific diseases only later in the paper (coronary artery disease, hypertension, and diabetes), but do not state whether these are the only chronic diseases that increase the risk of DVT. √ Response: Thank you for your kindly suggestions. Routine examination for chronic diseases is necessary before major orthopaedic surgery. The incidence of DVT is affected by multiple chronic diseases, such as rheumatoid arthritis, hematological diseases, chronic kidney diseases and so on. Among of them, hypertension, cardiovascular disease and diabetes are the three typical diseases that influence the incidence of DVT, which have been well-studied. Thanainit Chotanaphuti et al. ]. However, in our study, the analysis results showed that there are no statistical correlations between these three chronic diseases and DVT incidence. There are two biases possibly influenced the study results: The first is the small sample size in the trial; the other is that all patients aged 50 and older in our study, thus chronic diseases are more susceptible to develop. 4.
Lastly, the article as written was confusing and difficult to understand. For example, the authors link "preoperative time" to DVT risk. Do they mean time from admission to surgery, or time from injury to surgery, or something else? The authors should have their revision copyedited by a native English speaker. √ Response: Thanks for your kindly suggestions. The "preoperative time" means time from injury to diagnosis of traumatic fractures. We have invited a native English speaker to revise our copyedited and manuscript.
VERSION 2 -REVIEW

REVIEWER
Paphon Sa-ngasoongsong Faculty of Medicine Ramathibodi Hospital, Mahidol University, Thailand.
REVIEW RETURNED
15-Aug-2018
GENERAL COMMENTS
The interpretation of Table 2 should be checked. DVT group has lower proportion of hip fracture than non-DVT group (71.2% vs 88.8%, respectively). However, the authors stated that "The chisquare test analysis results indicated that there were significant differences in the rate of DVT among patients with different fracture sites, the hip was the most fracture site correlated with DVT (P < 0.001)".
REVIEWER
Keith Ruskin
University of Chicago, USA REVIEW RETURNED 08-Sep-2018
GENERAL COMMENTS
The authors have revised the manuscript considerably. Still, one important concern remains: How do the authors' results add to the body of medical knowledge. i.e., What have the authors found that will change existing practice in the management of lower extremity fractures. When the authors have answered this question the paper will be ready for publication.
VERSION 2 -AUTHOR RESPONSE
The interpretation of Table 2 should be checked. DVT group has lower proportion of hip fracture than non-DVT group (71.2% vs 88.8%, respectively). However, the authors stated that "The Chi-square test analysis results indicated that there were significant differences in the rate of DVT among patients with different fracture sites (P < 0.001), the hip was the most fracture site correlated with DVT". √ Response: Thank you for your kindly suggestions. In our study, a total of 462 cases were included: 337 patients in DVT group and 125 patients in non-DVT group. The number of patients varied greatly between in DVT and non-DVT groups. According to the statistical analysis, we found that the hip was the most fracture site in DVT patients. More importantly, the Chi-square test indicated that the incidence of DVT in different fracture sites showed significant differences (P < 0.001).
Reviewer: 2 1. How do the authors' results add to the body of medical knowledge? i.e., What have the authors found that will change existing practice in the management of lower extremity fractures. When the authors have answered this question, the paper will be ready for publication. √ Response: Thank you for your kindly suggestions. We concluded that preoperative time, fracture sites and increased D-dimer are potential risk factors for DVT in traumatic fracture patients. Therefore, we suggest that physicians should pay more attention to the DVT detection in special fracture sites (such as hip) properly and in time. In addition, for patients with selective operation due to the restricted conditions, the physicians must assess the bleeding risk of patients at first. And then combining with the D-dimer test, anticoagulant therapy should be implemented as soon as possible. In summary, orthopedists should take measures to reduce DVT risk as soon as possible by shortening the preoperative time, detecting the D-dimer levels and providing individualized anticoagulant measures for patients during the perioperative period.
VERSION 3 -REVIEW
REVIEWER
Paphon Sa-ngasoongsong Faculty of Medicine Ramathibodi Hospital, Mahidol University REVIEW RETURNED 12-Nov-2018
GENERAL COMMENTS
The authors already revised the manuscript according to my comment.
